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We report a case of 64-year old man with symptoms of diarrhea, fatigue, weight loss and progressive abdominal swelling with 

hepatomegaly since four months, eventually presenting with an upper gastro-intestinal bleeding with multiple duodenal ulcers. 

Blood analysis showed a grade 1 anemia and thrombocytopenia, a  pronounced monocytosis, and cholestatic liver function 

tests. Further diagnostic work-up revealed hepatosplenomegaly with signs of portal hypertension, a vertebral compression 

fracture and multiple 18-FDG avid supra- and infradiaphragmatic lymph nodes and bone marrow. The diagnosis of a systemic 

mastocytosis (SM) was made based on strongly elevated serum tryptase levels, multifocal nests of CD25 positive mast cells 

with a spindle shaped appearance infiltrating the bone marrow, a lymph node, the pancreas and liver, and the presence of the 

KIT c.2447A>T (p.D816V) mutation in the bone marrow; thereby fulfilling the major and all of the four minor criteria of the 2016 

WHO criteria of SM (1)(2)(3). Given the presence of >= 1 C-findings,  the diagnosis of aggressive systemic mastocytosis (ASM) 

was made (4)(5); based on the concomitant CMML, the diagnosis of ASM with an associated hematological neoplasm (AHN) 

was reached. The patient started on midostaurin, a tyrosine kinase inhibitor (TKI)  active against  p.D816V mutated KIT (6), 

achieving clinical response, as defined by the IWG-MRT & ECNM (7), after six months of treatment. Subsequently, six cycles 

of cladribine were administered, inducing a partial response (decrease of serum tryptase levels >50%, > 50% reduction of 

spleen size and bone marrow mast cell infiltration) (7). Because of persistent disease, avapritinib was initiated, a novel tyrosine 

kinase inhibitor recently approved by FDA for PDGFRA exon 18 (including D842V) mutant GIST, with promising activity against 

KIT c.2447A>T (p.D816V) mutated ASM (8). Avapritinib led to normalisation of serum tryptase levels, and undetectable levels 

of the KIT c.2447A>T (p.D816V) mutation (detection threshold 0,006%), despite persisting monocytosis. Because of 

hematological toxicity and neurological side effects, avapritinib had to be interrupted. Currently, the patient is still in follow-up.  

The diagnosis of advanced systemic mastocytosis can be challenging due to its diverse signs and symptoms, eventually all 

attributable to mast cell infiltration and mediator release, in this case well illustrated by diarrhea, multiple duodenal ulcers, 

osteoporosis with vertebral compression fractures, cytopenias, hepatomegaly with portal hypertension, hypersplenism and 

malabsorption.  The advent of a novel TKI with activity against p.D816V mutated KIT can induce biochemical and molecular 

remission in ASM. The resistance of the AHN CMML remains ununderstood. 
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